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Sources of Research Support: UL1TRO02345(WU ICTS, CTSA) NIH U01AG042791 (DIAN-TU)
NIH RF1AG061900 (Plasma A Blood Test) NIH RRO00954 (Mass Spectrometry Resource) NIH U01AG042791-51 (DIAN-TU)
NIH R56AG061900 (Plasma AB Blood Test) NIH P41GM103422 (Biomed Mass Spec) NIHRO1AG046179 (DIAN-TU-APT)
NIHROINS065667 (SILK AB) NIHRO1NS095773 (CNS Tau) NIH R56AG053267 (DIAN-TU NexGen)
NIH PO1AG0262760351 (FACS) NIH U19AG010483 (A4) NIHRO1AG053267 (DIAN-TU NexGen)
NIH P5S0AG05681 (ADRC) NIHRO1AG053798 (ATRI-TRCPAD) NIHRO1AG068319 (DIAN-TU Tau NexGen)
NIH PO1AG03991 (HASD) NIH U19AG032438 (DIAN) NIH U01AG059798 (DIAN-TU Primary Prevention)

Alzheimer’s Association Zenith Grant, American Health Assistance Foundation, Glenn Foundation, Ruth K. Broad Biomedical Research Foundation, Anonymous
Foundation, Merck research collaboration. Alzheimer’s Association, Association for Frontotemporal Degeneration FTD Biomarkers Initiative, BrightFocus
Foundation, Cure Alzheimer’s Fund, Foundation for Barnes Jewish Hospital, GHR Foundation, MetLife Foundation, Rainwater Foundation Tau Consortium, Tau SILK
Consortium (Abbvie, Biogen, Lilly, Novartis), Centene, The Tracy Family Stable Isotope Labeling Quantitation (SILQ) Center donors Richard Frimel, David & Amy
Payne, John & Linda Tracy, Pat and Jane Tracy, Tom & Catherine Tracy, Robert Willman, NfL Consortium (Abbvie, Biogen, Roche, UCL, BMS).

DIAN-TU Pharma Consortium: Active: Biogen, Eisai, Eli Lilly & Co., Janssen, Invited Speaker (12 months):

Roche/Genentech. Previous: AbbVie, Amgen, AstraZeneca, Forum, Mithridion,
Novartis, Pfizer, Sanofi, United Neuroscience

Editorial Board: Alzheimer’s and Dementia, Alzheimer’s Research and
Therapy, The Journal of Prevention of Alzheimer’s Disease

DIAN-TU Trial Companies: Eli Lilly and Co., Roche, Janssen, Eisai, Consulting Relationships (12 months): Roche — GSMs for Autosomal

évid Radjog)_harmaceuticals, Cerveau Technologies
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Dominant AD Committee (unpaid)
Dr. Randall J. Bateman co-founded C2N Diagnostics and receives income from C2N Diagnostics for serving on the scientific advisory board. Washington
University has equity ownership interestin C2N Diagnostics.

* Dr.Bateman is an inventor of the stable isotope labeling kinetics, blood plasma assay, methods of diagnosing AD with phosphorylation changes,
neurofilament light chain assays and materials, and newer tau assays technologies licensed by Washington University to C2N Diagnostics. Through
these relationships, Washington University, Dr. Bateman is entitled to receive royalties and/or equity from the license agreement with C2N.

* C2N Diagnostics will be analyzing samples from the Knight Family DIAN-TU-001 trial of E2814 for primary, secondary, and exploratory
endpoints. Should the DIAN-TU trials impact the value of C2N Diagnostics, Washington University (WU) and Dr. Randall Bateman could directly benefit.

Dr. Holtzman is an inventor on patents for one of the treatments (solanezumab), previously tested in the DIAN clinical trials. If solanezumab is approved as a
treatment for Alzheimer’s disease or Dominantly Inherited Alzheimer’s Disease, Washington University and Dr. Holtzman will receive part of the net sales of

solanezumab from Eli Lilly, which has licensed the patents related to solanezumab from Washington University.
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Theme of 2023 NAPA Spring Meeting:
Progress, Challenges, and Opportunities in Translating Research
into Clinical Impact

Perspectives from:
Food and Drug Administration
Center for Medicare and Medicaid Services
Veterans Affairs
NAPA Advisory Council
Industry (Biogen and Eisai)
Healthcare systems (Mass General Brigham)

Discussion on Coordination of NAPA goals: Challenges & Opportunities
How do we implement optimal access and utilization of disease-modifying treatments?

Current landscape of Alzheimer’s disease treatments
and diagnostics

* FDA accelerated approval of two anti-amyloid monoclonal antibodies,
aducanumab (Aduhelm) and lecanemab (Legembi)
* VA coverage decision based on FDA accelerated approval March 13
* FDA full approval decision on lecanemab July 6%
* CMS decision on lecanemab to be made

* Positive results from Phase 3 study of donanemab (May 3™)

* Blood-based biomarkers (amyloid-p 42/40, p-tau217, and others)
identify amyloid pathology with high accuracy and are on market for
clinical use, but not yet FDA or payer approved, or used routinely in
practice




Disease-modifying treatments for Alzheimer’s disease are
available for the first time.

What happens now?
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patients likely to benefit

How do we implement optimal access and utilization of disease-modifying treatments?

What are some factors that could influence decision-making for
drug access in addition to individual medical considerations?

* Individual level factors: insurance status, access to specialized medical
centers, family and caregiver support, demographic factors

* Capacity of medical systems to deliver treatments and treatment
monitoring
* Capacity of providers (neurologists and other specialists, primary care providers)
* Infrastructure (PET and MRI scanners, infusion centers)

* Education and implementation of appropriate diagnosis and treatments

* Policy or Payer restrictions

* E.g., restriction of subgroups of patients, providers, diagnostic access, requirement
to enter studies or registries, reimbursement rates




Summary of NAPA research subcommittee
historical recommendations (2012-2022)

Developing a scientific road map (2012-2022)

* The annual National Plan should encourage a sense of urgency about
providing a robust, comprehensive, collaborative and transformative
scientific road map for achieving the goal of preventing, effectively
treating, and providing effective care and services for AD/ADRD by
2025, as well as continuous progress and improvement thereafter
(including interim milestones).

* This recommendation continues to be relevant.




Increased research funding (2012-2022)

* A top priority remains the urgent need for Congress to continue to
increase annual federal research and implementation science funding
(by NIH and other agencies) sufficient to meet NAPA goals across
biomedical, clinical, long-term services and supports, and public
health settings. In developing their professional judgment budget, the
NIH should identify the total science-driven funding needs for the
budget year and also address the scale of needs anticipated through
2025.

* Substantial progress in the last decade, however, further increased future
funding still needed.




